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Standards for Accreditation

Any set of standards used by accreditation organizations responsible for the
protection of research participants must be flexible enough to be applicable to a
variety of institutions yet rigorous enough to ensure that their enactment en-
hances protection of human research participants. In addition, they must be
clearly written, relatively straightforward to execute, consistently applicable,
and measurable. These are not easy goals.

In response to a request from the U.S. Department of Health and Human
Services (DHHS), the Institute of Medicine was asked to address accreditation
standards for human research participant protection programs (HRPPPs). To ac-
complish this task, the committee reviewed draft versions of proposed standards
developed by Public Responsibility in Medicine and Research (PRIM&R), the
National Committee for Quality Assurance (NCQA), as well as the International
Conference on Harmonisation Guideline for Good Clinical Practice (ICH-GCP).

The PRIM&R standards were drafted to be used as measurement criteria for
a new voluntary program for research protection. The standards are intended to
guide organizations seeking private voluntary accreditation in the assessment of
their human research protection programs (HRPPs) and to be used by independ-
ent site visitors during the accreditation process.

NCQA is an independent, nonprofit organization under contract with the
U.S. Department of Veterans Affairs (VA) to operate an accreditation program
to ensure that VA medical centers are complying with VA and other relevant
federal regulations designed to protect human participants in research.
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ICH-GCP represents an “international ethical and scientific quality standard
for designing, conducting, recording, and reporting trials that involve the par-
ticipation of human subjects” (International Conference on Harmonisation of
Technical Requirements for Registration of Pharmaceuticals for Human Use,
1996, p. 1). In addition to being widely accepted in the clinical trials commu-
nity, the ICH-GCP standards are recognized by the Office for Human Research
Protections (OHRP) and included within the Food and Drug Administration
(FDA) guidance document for clinical trials. Although these are guidelines for
investigators and research sponsors conducting or supporting clinical trials, they
specifically address the roles and responsibilities of these parties at a level of
detail not found in either the PRIM&R or NCQA standards and are thus directly
relevant to the assessment of HRPPPs.

As the committee struggled in a short period of time to develop a “theory”
on which the standards for accreditation of HRPPPs could be based, the chal-
lenges and perhaps impossibility of developing a “one-size-fits-all” approach
became apparent. The three sets of standards were reminders of the vastness of
the research enterprise and the distinctive nature of certain types of research and
research settings. For example, the PRIM&R standards appear to focus on re-
search conducted in traditional academic health care settings, the NCQA stan-
dards encompass research conducted by VA in its own self-contained health care
system, and the ICH-GCP guidelines are specific to investigators and sponsors
conducting clinical trials, a specialized type of research with human participants.

Even so, the three distinct research situations described above all pertain to
biomedical research environments. As discussed in Chapter 1, this does not ade-
quately represent the multiple contexts in which human research occurs. The
breadth of these research contexts creates layers of complexity that are not easily
absorbed when a single set of standards is being developed for the assessment of
performance. An organization’s scope of activities should define which stan-
dards apply. Moreover, the accreditation body must consider the degree to
which an HRPPP must comply with the standards. That is, must an organization
be in full compliance with every standard to become accredited? Or should the
organization demonstrate overall compliance with the full set of applicable stan-
dards? The answers to these questions might dictate the magnitude and scope of
a set of standards and the level of detail that is necessary to support them. If the
goal is to develop a single set of standards, such standards must accommodate
several types of organizations engaged in the review and conduct of research
with human participants.

STANDARDS FOR STANDARDS

At a minimum, standards should address an organization’s level of per-
formance in specific areas and, some would argue, not just what the organization
is capable of doing but what it actually does (JCAHO, 2000). In theory, stan-
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dards should set forth maximum achievable performance expectations for ac-
tivities that affect the protection of human research participants. Perhaps most
importantly, they should be based on widely accepted ethical principles that
form the norms for research behavior.

In the United States, the principles embodied in The Belmont Report have
served as the foundation for the ethical requirements in human research (Na-
tional Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research, 1979). The three basic ethical principles in The Belmont
Report are (1) respect for persons, (2) beneficence, and (3) justice. The first
principle, respect for persons, encompasses two ethical concepts: first, “indi-
viduals should be treated as autonomous agents” and their decisions respected;
and second, “persons with diminished autonomy are entitled to protection” (p.
4). The second principle, beneficence, incorporates the rules of “do no harm”
and “maximize possible benefits and minimize possible harms” (p. 4). The third
principle, justice, refers to a fair and equitable distribution of benefits and bur-
dens, fair selection of participants, assurance that participants receive what is
deserved or due, and ascertainment that equals are treated equally (p. 5). In the
United States, these principles strongly influenced the development of federal
regulatory regulations—in particular, regulations governing research sponsored
by the federal government or regulated by FDA—via the Federal Policy for the
Protection of Human Subjects (45 CFR 46, subpart A, also known as the
“Common Rule”) or parallel FDA regulations (21 CFR 50, 56; international
studies of devices are covered by 21 CFR 312.120).

The ethical principles found in The Belmont Report are also found in many
international documents, including the Declaration of Helsinki and guidelines
promulgated by the Council for International Organizations of Medical Sci-
ences, a source on the ethics of international research involving human subjects
(CIOMS, 1993; World Medical Association, 2000).

The ethical principles should be accompanied by procedural requirements,
which then form the basis of the standards. Thus, standards should have an ex-
plicit rationale that is consistent with the goal of protecting individuals or popu-
lations that participate in research. The committee’s “standards for standards”
are contained in two recommendations.

Recommendation 3: Articulate Sound Goals Within Acreditation
Standards

The goals of accreditation standards should be to ensure
1. that the proposed research promises to contribute knowledge
sufficient to justify research involving human participants;
2. independent review of research by a board knowledgeable
about protection standards and the fields of research being re-
viewed;
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3. that the perspectives of participants are represented on institu-
tional review boards (IRBs), on research monitoring bodies, and
throughout the research oversight system;
4. that IRB members do not review protocols with which they have
financial or nonfinancial conflicts of interest;1

5. that investigator and institutional conflicts of interest, both fi-
nancial and nonfinancial, are disclosed to IRBs and participants
and are managed responsibly by research institutions;
6. a review process that balances risks and potential benefits,
keeps risks to the minimum necessary, and monitors research on a
continuing basis;
7. that an effective process for obtaining voluntary informed con-
sent of participants is in place;
8. that policies and procedures to assess the quality of HRPPP op-
erations, enhance accountability, and improve performance are in
place;
9. there is fairness in the recruitment and selection of participants;
10.  that the privacy and confidentiality of research participants are
protected; and
11.  that the HRPPP is transparent so that participants can judge
the research process to be trustworthy.

Recommendation 4: Establish Flexible, Ethics-Based and Meaning-
ful Standards

Accreditation standards should meet the following minimal criteria:

1. They should be based on sound and widely accepted ethical prin-
ciples.2

                                                          
1 The committee does not mean that any member who could have a conflict with any

conceivable protocol coming to an IRB for review should be excluded from service on an
IRB but, rather, means that the individual should recuse himself or herself from review-
ing such protocols.

2 The principles laid out in The Belmont Report are one foundation (National Com-
mission for the Protection of Human Subjects of Biomedical and Behavioral Research,
1979). Accreditation standards, however, should also incorporate the recommendations of
the President’s Commission for the Study of Ethical Problems in Medicine and Biomedi-
cal and Behavioral Research (President’s Commission, 1981, 1983), the recommenda-
tions of the Advisory Committee for Human Radiation Experiments (ACHRE, 1995),
recommendations presented in reports of the National Bioethics Advisory Commission
(NBAC, 1997, 1998, 1999a,b, forthcoming-a,b) the recommendations of the Office of the
Inspector General of DHHS (DHHS OIG, 1998b, 2000b), and the recommendations of
the General Accounting Office (GAO, 1996). In addition, recommendations from reports
and declarations of private bodies and independent scholars should be incorporated. This
presupposes that an advisory apparatus is available to cull this literature.



STANDARDS FOR ACCREDITATION 67

2. They should be flexible and adapted to different kinds of research
and different research institutions.
3. They should encourage accredited organizations to shift from a cul-
ture that relies on external compliance checks to a culture that puts
safety and voluntary participation foremost.
4. They should facilitate compliance with federal regulations but
should aim to move an organization toward having stronger protection
of human research participants.
5. To the extent possible, they should focus on the use of meaningful
measures of how well the rights and interests of research participants
are being protected rather than simple determination of whether in-
formed-consent statements have been signed or IRB meetings were
duly constituted.

Measurement of an organization’s compliance with the procedural require-
ments set forth by standards serves as a proxy for ascertainment of the organiza-
tion’s level of compliance with the ethical principles that underlie the standards.

In its early discussions, the committee noted that beyond the primary aspi-
ration of protecting those who participate in research, institutions seeking ac-
creditation will be motivated by other aims as well, for example, enhancing the
qualities and reputations of their research programs (and, as a result, potentially
improving their financial status or prestige), attracting faculty and students to
their graduate research training programs, and facilitating the recruitment of
individuals as research participants. A successful system of accreditation must
offer incentives for participation, such as enhancing the likelihood that a pro-
gram in compliance with the standards will attract these resources. In addition, a
successful accreditation system must have realistic and enforceable mechanisms
by which to deter noncompliance with the standards (e.g., suspension from the
program or loss of accreditation).

DEVELOPING MEASURES TO ACCOMPANY
STANDARDS

Standards must be developed with consideration of the measures that will
be used to evaluate an organization’s level of compliance. The processes of de-
veloping standards and designing a set of tools that can be used to measure
compliance (i.e., accreditation) cannot generally be uncoupled. The measures
must address areas in which performance is likely to have a significant impact
on the protection of human research populations. In addition, they must be pre-
cisely defined and specified, that is, standardized with explicit predefined re-
quirements for data collection and for calculation of the value of the measure or
the score for the measure. Furthermore, for the purpose of accreditation, there
must be documentation for the measure that includes defined data elements,
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corresponding data sources, and allowable values. Such measures must be reli-
able—that is, the measurement should be able to identify consistently the events
that it was designed to identify across multiple HRPPPs over time—and they
must be valid, that is, they must capture what they were intended to measure.

The tools used to measure compliance with standards should be easily in-
terpreted by those who use the resulting data, including accreditors, research
participants, and those conducting or overseeing the research. Finally, determi-
nations of the levels of compliance with the standards must be based on data.
HRPPPs seeking accreditation will be required to provide evidence of compli-
ance. This evidence must be supported by a reasonable data collection effort. In
the development of standards, accreditation bodies must be mindful of the avail-
ability and accessibility of the required data elements and the effort and cost of
abstracting and collecting data.

In general, standards should help HRPPPs and accreditation bodies identify
exemplary performance and best practices, thus serving as a benchmarking
service for the organizations seeking accreditation. In addition, ideal standards
would provide the content for publicly available comparative reports on the per-
formance of the accredited organization.

This view of accreditation standards is reflected in Understanding Accredi-
tation (Young et al., 1983), which notes four trends in the accreditation process:
(1) it has moved from a more quantitative to a more qualitative system of as-
sessment, with more general rather than specific standards; (2) it has placed less
emphasis on making institutions look alike and more emphasis on a stance of
recognizing and encouraging individuality; (3) it has evolved from a system
based more on external review to a system of self-evaluation and self-regulation;
and (4) it has moved from a focus on the institution to a focus on encouraging
and assisting the organization in its efforts to improve quality.

In this light, standards should describe important functions related to the
protection of research participants, and they should be framed as performance
objectives that are unlikely to change substantially over time. Because standards
aim to improve outcomes, they should place minimal emphasis on how to
achieve these objectives. In addition any set of standards should make clear
which standards are cores, that is, those that must be applied across programs
and that are essential to an HRPPP. Some standards, such as those that directly
relate to the protection of human research participants, should carry more weight
than others. It is especially important that clear measurement tools be available
for core standards and that guidance on how the measurement will be interpreted
is available.
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NEED FOR STANDARDS TO ENCOMPASS
MULTIPLE RESEARCH SETTINGS AND METHODS

Recommendation 5: Accommodate Distinct Research Methods and
Models Within Accredition Programs

The accreditation process should accommodate other research or-
ganizations in addition to the tradtional models provided by aca-
demic health centers and VA facilities. The accreditation process
should also cover research other than clinical research.

Standards must accommodate the distinct natures of several types of or-
ganizations, including research institutions, educational institutions, independent
IRBs, academic medical centers, nongovernmental organizations, and private
interests. A set of standards can make clear the scope of institutions to which
they apply in several ways: (1) state explicitly in the preamble the intended fo-
cus of the standards; (2) include flexible language, such as “where applicable”
or “as appropriate” to certain standards so that institutions not engaged in par-
ticular activities (e.g., nonmedical, low-risk research) could be exempt from
certain standards (e.g., reporting of adverse events); or (3) organize the stan-
dards so that institutions and accreditation bodies can quickly ascertain which
sections apply to them and which ones do not.

If standards were structured in a manner that requires the existence of a sin-
gle entity with exclusive authority over all parties involved in the research proc-
ess, then the three requirements listed above would not apply. It must be recog-
nized, however, that certain organizations, such as independent IRBs and some
private sponsors of research, would then not be eligible for accreditation. This
would be an unfortunate consequence, as it would exclude organizations that
play an increasing role in the research enterprise.

Accreditation of an independent IRB, for example, might use only the sub-
set of standards pertinent to IRBs, but doing so would also require formal assur-
ance regarding the functions covered by proposed standards that pertain to in-
vestigators, research institutions, and research participants, as well as standards
that pertain to sponsors but that are not yet incorporated into NCQA or
PRIM&R standards (but covered by ICH-GCP guidelines) (see discussion be-
low). Another approach would be to accredit the organization that directly con-
trols all the relevant elements of an HRPPP (e.g., a contract research organiza-
tion that has a formal agreement with an independent IRB to review all its
protocols, the research unit of a private firm, the unit of a federal agency that
performs research, or a clinical trials cooperative group). One of the virtues of a
nongovernmental voluntary accreditation process is its flexibility, and nongov-
ernmental accreditation bodies should not find it difficult to accommodate dispa-
rate organizational structures. It is not yet clear, however, how the current pro-
posed standards or accreditation processes would do so.
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Although there is a natural tendency to develop standards and review pro-
cedures around a specific model, accommodation of innovative or unique or-
ganizations is central, and although “basing development on a commonly ac-
cepted template may benefit the accrediting organization, there is a danger that
innovative structures or processes undergoing accreditation will encounter addi-
tional challenges or problems in the review process” (Hamm, 1997, p. 31).

In addition to accommodating distinct types of research infrastructures, the
language of standards should acknowledge that even though the principles that
underlie them apply to all human research, the criteria and mechanisms for re-
view must be adaptable and must be based on the nature of the research being
conducted and the context within which the research is to be performed. The
committee heard strong, consistent comments that the proposed standards (in
this case, those of PRIM&R) do not fully recognize either the diversity of insti-
tutions or the full range of research (AAU, COGR, NASULGC, 2001; Kulakow-
ski, 2001; Ryan, 2001). The standards proposed by NCQA under contract with
VA, however, are necessarily limited in scope to VA facilities. Although the
committee believes that the same principles for protection of the rights and in-
terests of research participants apply to all research—for example, biomedical,
behavioral and social, public health, and outcomes research—it is likely that the
processes needed to comply with the standards will differ depending on the na-
ture of the research. Thus, it is an open question whether the best accreditation
strategy would be to use one set of operational standards for all research. That
might well prove viable, but it also might prove better to encourage the evolu-
tion of different specific standards for different kinds of research institutions.

Those in the best position to make this determination will be organizations
devising the nongovernmental accreditation processes, not this committee or the
federal government. Whether to develop one set of standards or a few sets of
standards specific to a few different classes of research organizations should not
be decided by fiat but should be decided in light of experience gained through
pilot accreditation programs that include medical and nonmedical sites.

Accreditation pilot programs can begin by focusing on the research institu-
tions for which they were designed, but they might evolve in many different
ways. In the future, there could be one or a few accreditation bodies and one or a
few sets of accreditation standards, and many different kinds of organizations
will certainly be involved in research with human participants.

RELATION OF THE STANDARDS TO THE
EXISTING REGULATORY REQUIREMENTS

Recommendation 6: Base Standards on Existing Regulations

Accreditation standards should start from federal regulations for
the protection of human research participants but should augment
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those regulations. The process should be iterative and continual,
with evolution of both accreditation standards and the operations of
accredited organizations, creating incentives for accredited organi-
zations to improve.

Institutions that receive federal funds, that hold an assurance from OHRP, or
that seek FDA approval must comply with the Common Rule or parallel FDA
regulations. Therefore, it is important that any standards be considered in relation
to the regulatory requirements; that is, are they consistent, supplemental, or con-
tradictory? Many commentators at the committee’s public forum, as well as
committee members themselves, expressed concern that new standards for ac-
creditation could impose another layer of bureaucracy on a system that is already
sagging under the weight of paperwork, but would add little to the protection of
human research participants (AAPP, 2001; Cornblath, 2001; Oakes, 2001).

Three issues to be considered in this context. (1) If the standards are identical
to federal regulatory standards, both the institution and the accreditor are per-
forming redundant tasks (presumably largely paperwork, assuming that the insti-
tution is already in compliance with the federal regulations) unless some simple
means is found for the certification of compliance. (2) If the standards are incon-
sistent with federal regulations, confusion is likely to result. (3) If the standards are
more demanding than federal regulations, a question must be raised: are the addi-
tional expectations likely to strengthen protections at a reasonable cost?

Accreditation standards should start from the base of regulations governing
research with humans. These regulations, in turn, are based on a set of principles
for the ethical conduct of research (see Recommendation 4). By the use of stan-
dards that emphasize processes of continual quality improvement instead of an
exclusive focus on regulatory compliance (see below), the way may be open to
the development of future standards that center on HRPPP performance, in ad-
dition to the current focus on documentation. For example, an HRPPP that dem-
onstrates that it can ensure informed consent because it has data showing that
participants understand the protocols in which they are enrolled, could begin to
supplant or augment paper audits of signed informed-consent forms. This strat-
egy therefore has the potential to introduce the desired flexibility and focus on
outcomes into the oversight system. Furthermore, this goal that standards con-
tinuously evolve supports the committee’s recommendation (Recommendation
2) that HRPPP accreditation bodies be nongovernmental organizations, as the
federal regulatory process does not possess the sensitivity and responsiveness to
maintain pace with opportunities for improvement.
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STANDARDS FOR QUALITY IMPROVEMENT
AND SELF-STUDY

Recommendation 7: Incorporate Continuous Quality Imporvment
Mechanisms into standards

Accreditation organizations should emphasize the process of self-
study, evaluation, and continual quality improvement among appli-
cants. They should move beyond documentation of informed con-
sent and protocol review, which, although essential, do not of them-
selves protect the rights and interests of research participants.

Standards provide an HRPPP with the opportunity for benchmarking, a
continuous, systematic process used to make improvements. By periodically
examining activities, policies, procedures, support functions, organizational per-
formance, and the status of data collection and processing, an HRPPP can de-
velop an approach to quality improvement. A sound system of self-assessment
can identify the best practices in an organization and target areas in need of im-
provement. Compliance with regulatory requirements, in contrast, provides an
important but irregular approach to ensuring that protections are in place. Thus,
standards not only provide the basis for a system of self-study and improvement
but also should incorporate the expectation of such a quality improvement sys-
tem. This is not to say that self-study alone is sufficient. To maintain the integ-
rity of the accreditation process, an HRPPP must conduct self-study as well as
be subjected to external review (whether by an accreditation body or a regula-
tory agency).

Standards should aim to improve outcomes and should not overly prescribe
how to achieve the specified objectives. Rather, they should focus on the core
standards that apply across programs and that are essential to a quality HRPPP.
Current proposed standards generally reinforce the documentation practices re-
quired by federal regulations but do not yet go beyond the regulations. In gen-
eral, both entities seeking accreditation and accreditation bodies should identify
exemplary performance and best practices, providing benchmarks for the re-
search community at large and making information on organization performance
openly available to the public and policy makers. In this way, for example, an
HRPPP demonstrating a particularly reliable system for the monitoring of par-
ticipant safety or the reporting of problems in ongoing research, might have an
advantage over nonaccredited competitors in seeking support from sponsors or
having access to participants, researchers, or students.
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NEED FOR STANDARDS TO ENHANCE THE ROLE
OF RESEARCH PARTICIPANTS

Recommendation 8: Directly Involve Research Participants in Ac-
creditation Programs and HRPPPs

The formulation of accreditation standards, the accreditation proc-
ess, and HRPPP operations should directly involve research par-
ticipants.3

Current regulations lay a foundation for and even invite stronger involve-
ment of those representing the interests of those participating in research. Yet,
some “noninstitutional” members of IRBs have little experience as participants
in research; they may be independent of the institution, but it does not follow
that they represent the perspective of research participants. The regulations are
necessarily nonspecific about the involvement of research participants in the
review process and set a low standard for qualification. When HRPPPs are
regularly judging the benefits and risks of studies that involve particular popula-
tions, there should be evidence that the review process directly involved those
who genuinely understand and represent the perspective of those populations.
This requirement could be incorporated into accreditation standards.

Practices regarding membership on data safety and monitoring boards
(DSMBs) are even more diverse. The only stipulated expertise on DSMBs is
technical: a clinician familiar with the medical aspects and a statistician familiar
with data analysis. In instances in which they attend explicitly to safety and the
ethical conduct of research, DSMBs are more apt to include a bioethicist or a
lawyer than someone who brings the perspective of research participants. Ac-
creditation standards—and even more so, the guidance documents that accom-
pany them by giving examples of good practices—can improve the HRPPP sys-
tem to ensure stronger representation of the interests of the research participants.

Given the primacy of the concepts of autonomy in research ethics and the
training of IRB members, the relative lack of attention to standards and meas-
ures that would systematically cultivate these concepts in both the PRIM&R and
NCQA proposed standards is somewhat surprising (see the discussion in the
What’s Missing section below). Several measures can be taken to these concepts
to improving the ethical conduct of research involving human participants.
IRBs, DSMBs, research design teams, and merit review committees should in-
crease their level of attention to the involvement of research participants or those
who genuinely represent participants’ perspectives in the design, selection, re-
view, and monitoring of research involving human participants. In addition to
                                                          

3 By “participants,” the committee refers to those whose background and expertise
are credible to a lay constituency external to the research institution and who are knowl-
edgeable about the research process and research protections. The term is further defined
in Chapter 1.
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including more research participants in the review and oversight process, stan-
dards could require institutions to engage in additional activities to improve the
process for research participant involvement in the system.

Institutions that conduct research can create ombudsman programs, par-
ticularly for studies that may cause confusion among participants or that entail
significant risks. The ombudsman can receive information that participants have
about the studies in which they are involved (or in which they are contemplating
participation). The same mechanism can be used by research staff or other em-
ployees of the research institution who may be uncomfortable with how a study
is being conducted, if confidentiality is ensured and antiretaliation policies are
clear (and credible) for prospective whistle-blowers.

IRBs can ensure safe, confidential, and reliable channels for the reporting of
problems. The channels either can be linked to ombudsman programs or can be
independent of them (e.g., having assigned staff and formal policies to encour-
age such reporting).

Investigators (or IRBs) can test whether participants’ consent is well in-
formed by empirically testing it and following up when necessary. Several
methods have been studied and reported in the scant empirical literature on re-
search ethics (Sugarman, 2000). One method is to use consent monitors—that is,
staff who interview participants after the participants have given their consent to
participate in a study to see if they understood the study, the risks and potential
benefits, and their ability to leave the study at any time. This option is expensive
and time-consuming and cannot be routine, but it could be used for particularly
confusing or risky studies and could be done as a general sampling technique or
research strategy to guide IRBs about the research that they review.

Likewise, consumer organizations can address the need for informed par-
ticipant involvement by training representatives to participate directly in the
design, review, and monitoring of research.4

Private organizations of citizens have long been a potent force in U.S. re-
search policy. Hundreds of private voluntary health organizations are directly
involved in advocacy for health research, and they often play decisive roles in
decisions about research budgets and priorities, which is perhaps their best-
known function. Their concerns do not stop at funding, however, but extend to
the ethical conduct of research not only to encourage high-quality research to
meet participants’ health needs but also to protect the perspective of their con-
stituents. Where the infrastructure already exists, HRPPPs merely need to solicit
input more systematically and ensure that consumer groups are well represented

                                                          
4 The National Breast Cancer Coalition, for example, has Project LEAD (Leader-

ship, Education and Advocacy Development) that trains advocates to serve on research
review and advisory panels, and the National Alliance for the Mentally Ill has a program
that trains members to serve on IRBs.
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on IRBs, DSMBs data safety and monitoring boards, and other design and over-
sight bodies. The constituencies for some conditions, however, are less well
organized and may require funding from research sponsors, both public and pri-
vate, to build the capacity for research oversight.

Accreditation programs can systematically solicit desired outcomes from
research participants. In his book on accreditation, Michael Hamm (Hamm,
1997) alludes several times to the desirability of having a focus on outcomes and
performance rather than process and structure. The outcomes most desired in an
HRPPP are an independent review of risks and benefits and a genuine process of
informed consent. Participants are directly relevant to the informed-consent pro-
cess in particular. The literature on empirical studies of the informed-consent
process suggest that investigators often do not know what participants hear, and
investigators are poor judges of what participants understand.

Those who develop accreditation standards would do well to directly in-
volve focus groups, consent monitors, and participant representatives (e.g., those
who themselves have been involved in past studies or who are educated about
the research process and ethical standards but who are also familiar with the
interests of a constituency) in specifying the desired outcomes to be incorpo-
rated into accreditation standards. Accreditation bodies could invite private vol-
untary health organizations and other organizations representing research par-
ticipants5 to help formulate points to be considered in the formulation of
accreditation standards and modification of the standards as they evolve.

NEED FOR STANDARDS REGARDING ROLES AND
RESPONSIBILITIES OF RESEARCH SPONSORS

Neither the PRIM&R nor the NCQA draft standards address standards for
sponsors. The PRIM&R document defines sponsor as “Any entity that provides
funds or other resources to support the research. This entity could be a federal
agency, corporation, foundation, institution or an individual” (see Appendix B,
Glossary). It is noteworthy that in most cases it will not be the sponsor that is
seeking accreditation as an HRPPP. However, there will be some examples in
which the research institution that conducts and reviews the studies is also pay-
ing for a particular research project. In addition, when the sponsor is a federal
agency, the assurance process results in an agreement between the sponsor and
the research institution that federal regulatory requirements will be met.

The committee recognizes that it would be difficult to incorporate such
standards into the accreditation programs for HRPPPs; however, it believes that
such standards should exist. These standards would provide research institu-

                                                          
5 For research not on a particular medical condition, the constituency may be, for

example, veterans at VA facilities or representatives of the general public familiar with
research methods and ethical cannons for general population studies.
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tions, investigators, and IRBs with a set of expectations that should be met when
they review research protocols sponsored by external sources. The ICH-GCP
guidelines provide a useful starting point, although they are narrowly focused on
clinical trials.

Accreditation of HRPPPs could leave the responsibilities of research spon-
sors outside the accreditation framework but not necessarily outside the scope of
regulation by FDA or OHRP. FDA regulations, for example, place the mantle of
responsibility for the ethical conduct of research on sponsors, and the ICH-GCP
guidelines have a section devoted to sponsor responsibilities. For clinical trials
of drugs, devices, and other products subject to FDA regulation, FDA staff
would continue to hold sponsors accountable by site visits, audits, investigation,
enforcement, and other activities already performed by agency staff. Sponsors
may continue to be liable if they do not make reasonable efforts to determine
whether participant protection systems are in place at research institutions where
they are conducting research. Similarly, accreditation bodies should develop
standards by which HRPPPs should determine the acceptability of funding from
a given source.

The other alternative is to consider the research units within sponsoring or-
ganizations as the logical unit for accreditation, but this would require an en-
tirely new framework and would entail accreditation of dozens of pharmaceuti-
cal firms, hundreds of biotechnology firms, and many federal agencies that
directly sponsor research. This framework diverges sharply from the accredita-
tion models proposed to the committee.

To address the role of sponsors, standards could include the following:

•  The sponsor is responsible, where applicable, for implementing and
maintaining quality assurance and control systems to ensure that studies are
generated and documented in compliance with the protocol and applicable
regulatory requirements.

•  The sponsor should ensure that the peer review and design components of
funded protocols meet the highest standards and that efforts are made to use the
least number of participants possible while maintaining statistical relevance.

•  The sponsor should ensure that the research team is appropriately trained
and qualified to conduct the research.

•  The sponsor should permit disclosure of the financial interests that investi-
gators have in a research project as a result of the funding received for that project.

•  The sponsor is responsible for reporting to all concerned investigators,
institutions, and regulatory authorities any adverse events resulting from re-
search studies.
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REVIEW OF AVAILABLE DRAFT STANDARDS

The two draft sets of standards reviewed by the committee represent an ini-
tial step in constructing an accreditation system. However, standards are only as
good as the guidelines and measures used to assess compliance with them. Thus,
many questions that arise from review of the drafts might be resolved only when
they are considered in the context of the guidelines that will accompany them
and experience gained through pilot testing.

In reviewing the PRIM&R and NCQA standards the committee found it
useful to assess them according to the following general criteria: (1) their scope
and focus; (2) their relationship to the existing regulatory standards; and (3) the
extent to which the standards can be consistently implemented, measured, and
enforced, as well as their inclusion of various key elements (see Table 3-1).
In addition to the two sets of proposed accreditation standards examined, the
committee considered the ICH-GCP guidelines on the basis of their inclusion of
widely accepted guidelines (internationally and domestically) for research spon-
sors and investigators involved in clinical trials.

Scope and Focus of the Standards

PRIM&R Standards

The PRIM&R standards (Appendix B) appropriately imply that the ethical
principles described in The Belmont Report (National Commission for the Pro-
tection of Human Subjects of Biomedical and Behavioral Research, 1979)
should serve as the fundamental inspiration for institutions seeking to promote
research while protecting those who participate in it. However, they appear to be
written mainly with academic medical centers that house one or more IRBs in
mind. The PRIM&R document states that accreditation applies to the human
research protection program (HRPP). Outside traditional academic health cen-
ters, it is not clear what entity would be responsible for the HRPP and hence for
seeking accreditation.

One test of the broader utility of the PRIM&R standards (and those of
NCQA) is whether they could be easily applied in other research settings, such
as private industry, institutions that rely on independent IRBs, survey organiza-
tions, community hospitals, and teaching institutions with largely undergraduate
student populations, or even in instances of multisite trials or collaborative IRB
review. As discussed earlier in this chapter, all accreditation programs must be
adaptable to a broad range of research environments, methods, and review
mechanisms (Recommendation 5).

An additional observation relates to the apparent focus on the IRB as the
central arbiter of the protection of human participants. If, in fact, the activities
surrounding the protection of human participants in research are evolving into a
system, then this focus seems too narrow. Although the standards mention the
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TABLE 3-1  Elements in Three Sets of Standards and Guidelines
Organization Developing the Standard or Guideline

Key Elements PRIM&R NCQA ICH

Intended use Standards Standards Guidelines
Targeted sites or bodies Research institutions (U.S.) VA facilities Organizations conducting clinical

trials of drugs
Foundational principles The Belmont Reporti The Belmont Reporti Declaration of Helsinki6

Regulatory relevance Implied 45 CFR 46, 21 CFR 50 and 56,
and VA regulations are the
starting points (cross-
referenced)

Drug approval regulations in the
European Union, Japan, and the
United States

Components affected •  Organizations
•  IRBs
•  Investigators and other per-

sonnel

•  HRPPs
•  Institutions
•  IRBs
•  Investigators

•  IRBs or ethics review commit-
tee

•  Investigators
•  Sponsors

Link to quality improvement
program?

No Yes No

Standards for participant in-
volvement (beyond consent)?

No No No

Standards for sponsors? No Noii Yes
Standards for monitoring? Limited, one mention in one

documentation standard
Yes Yes

                                                          



79

Specific guidance for inter-
preting standards?

No Yes Yes

Data source identified? For some documentation standards Yes Yes
Methods for measuring pro-

vided?
No, except documentation stan-
dards

Yes Partial

Thresholds established for
compliance?

No Yes No

Appeals process No Yes Yes
iNational Commission for the Protection of Human Subjects of Biomedical and Behavioral Research (1979).
iiWorld Medical Association (1964).
iiiNCQA standards are written for research conducted in VA facilities. For research conducted at VA facilities but sponsored by external sources (e.g., National
Institutes of Health; the U.S. Department of Defense, or pharmaceutical; device, or biotechnology firms), additional sponsor provisions, such as written agree-
ment to abide by ICH-GCP guidelines, would be needed
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roles and responsibilities of investigators and the “organization” (e.g., institu-
tional officials, administrative offices, personnel, existing compliance programs,
or oversight mechanisms), there is far less attention to these parties than to
IRBs, and little to no mention is made of the roles and responsibilities of re-
search sponsors, despite the central role that sponsors play in much of the pri-
vately funded research.

NCQA Standards

The standards developed for VA by NCQA (Appendix C) are distinct in
that they are applicable to a defined system. VA conducts biomedical, health
services, and rehabilitation research to improve the health care delivered to the
nation’s veterans. VA has developed policies, consistent with the Common Rule
and FDA regulations, to safeguard human participants in research and has es-
tablished the Office of Research Compliance and Assurance (ORCA) to support
the field operations in protecting human participants and to assess their compli-
ance with regulations that protect human research participants. The standards
will be applied to VA hospitals and VA employees. In that sense, the standards
do not face the same level of complexity in the field as the proposed PRIM&R
standards do. Nonetheless, they appear to be potentially applicable, with some
additions and modifications, to research conducted in other, non-VA, nonmedi-
cal settings (see Table 3-1).

The draft NCQA standards are notable in several respects. First, they are
not overly prescriptive, although they do begin (as do the PRIM&R standards)
from the base of federal regulations (see below). Second, the NCQA standards
specifically rely on institutional policies and procedures as the methods by
which standards are met. The explicit “data source” for several of the standards
is the policies and procedures documentation on file at the institution or the
quality improvement document maintained by the institution (see Recommen-
dation 7). This is noteworthy because although the standards will apply to a
system that is far more homogeneous than the general research environment,
they allow variations in procedures, perhaps recognizing that even within the
VA health care system there will be institutional variations.

Third, it is important to note that the standards provide thresholds for com-
pliance in each core area: the IRB, informed consent, institutional accountabil-
ity, privacy and confidentiality, recruitment and subject selection, and risks and
benefits. Thus, to receive full compliance with a requirement, a site must
achieve compliance with specified “critical elements.” The site may still receive
partial compliance with the requirement if those elements are not met6 (see pre-
vious discussion in the section Developing Measures to Accompany Standards).

                                                          
6 For more information on this process, see http://www.ncqa.org/Pages/Programs/

QSG/vastandards.htm.
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Relation to Existing Regulatory Requirements

As suggested in Recommendation 6, both the PRIM&R and the NCQA draft
standards use the current regulatory standards as the “starting point” for the de-
velopment of their accreditation programs (Chodosh, 2000; Goldschmidt, 2001).
In fact, Standards 1.2 and 1.3 in the PRIM&R standards state that “the organiza-
tion must uphold ethical principles underlying the protection of individuals stud-
ied in research” and that “the organization must assure compliance with applica-
ble legal requirements, including state and local laws” (see Appendix B).
However, in the PRIM&R document, there are some instances in which consis-
tency with the federal regulations could be more explicit and concise, such as the
reporting of adverse events to the National Institutes of Health, research sponsors,
FDA, IRBs, and institutional biosafety committees. The relationship of the stan-
dards to additional regulatory requirements, such as DSMBs and emerging medi-
cal privacy regulations, should be considered and made clear.

A notable aspect of the NCQA standards is that they cross-reference the fed-
eral regulations. This is a useful approach and one that will be welcomed by ad-
ministrators facing competing guidelines, regulations, and standards. In addition,
because they rely on the regulations to establish which research must be reviewed
by an IRB and which research requires retrieval of informed consent, they provide
the flexibility that is needed to exclude some types of minimal-risk research from
full review and also possibly the requirement to obtain informed consent.

Extent to Which the Standards Can Be Implemented,
Measured, and Enforced

To be measurable, there must be some objective means through which the
extent to which a program is in compliance with accreditation standards can be
gauged. Put another way, if an institution was denied accreditation or had its
accreditation revoked, are the standards sufficiently well defined and consis-
tently applied that the accreditor could defend its decision in court? The need for
objective measurement tools is critical to ensuring consistency and diminishing
arbitrary subjectivity in the accreditation system. What is considered independ-
ent and credible in one institution might not be considered so in another.

In the material provided by PRIM&R, some of the standards seem largely
hortatory.7 Some committee members found it difficult to envision how these
standards could be implemented, measured, or enforced (except perhaps retro-
spectively, after egregious noncompliance). For instance, the language directed
toward investigators in Standard 3.1 and 3.2 (Appendix B) is very important, as
investigator conduct is essential to the realization of ethical research. It is not
clear, however, how one would ensure in an objective way that investigators are
                                                          

7 For example, Standards 1.1, 1.7, 3.1, and 3.2 (Appendix B). Documentation stan-
dards are more specific, but many other standards are similarly hortatory.
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meeting the PRIM&R standards. Data collection from even a sample of investi-
gators at an accreditation site would be overwhelming, and sample bias would
be a very serious concern. The committee therefore had a difficult time con-
ceiving of how these standards could be effectively enforced, even if a useful
measurement approach could be devised.

On the other hand, several standards do indeed seem measurable but ap-
pear to depend on the production or appropriate filing of pieces of paper (or
other bits of data) and may have little to do with the quality of research or
protecting the rights and interests of participants. For example, standards for
IRB minutes and record keeping are fairly prescriptive and provide some
measure of activity for individuals inspecting or accrediting a site. Although
the ability to keep accurate records is necessary, it is insufficient to guarantee
an effective human research protection program.

Similarly, the NCQA standards also possess a reliance on documentation al-
ready called for in federal regulations. However, the NCQA program is based on
the assumption that an institutional quality improvement program exists at the
organization seeking accreditation (in this case VA facilities). The quality im-
provement documentation is an important source of data for the accreditation
body, serving as a measure of performance at a particular point in time but also
as a measure of change over time. This strategy provides the opportunity within
the NCQA HRPP accreditation standards to become less reliant on documenta-
tion and more reliant on performance (Recommendation 7).

The NCQA standards clearly articulate the data source and measurement
method to be used by the accreditation organization. As noted above, this is a
real strength because clear indications of the data source to be tapped and an
unambiguous method for the measurement of compliance with the standards
must be developed in conjunction with the standards if they are to be workable.

In contrast, evaluation of the level of compliance with the PRIM&R stan-
dards has not been thoroughly described in the materials reviewed by the com-
mittee. It is not enough for the institution to just have policies. It must also fol-
low them. In the absence of clear guidance on how outcomes should be
measured, determination of whether an institution meets these standards could
be daunting for both accreditors and the organizations that they are accrediting.

What’s Missing

The committee identified a few topics that do not appear to be explicitly
included in the current drafts of the PRIM&R and the NCQA standards. Both
lack standards for improving participant involvement in the local research re-
view and decision-making processes. There is little to no mention of the rights
and responsibilities of research participants or the need for subject participa-
tion in the functions of the HRPP (except for those that are required by regu-
lation). In addition, the standards might better address some procedural ap-
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proaches to the inclusion of research participants in the HRPP (see discussion
following Recommendation 8). It should be noted, however, that members of
the Program Advisory Committee for the NCQA accreditation system will be
selected from research stakeholder groups, including participant advocates,
and will consider programmatic issues to advise the Program Accreditation
Committee (the decision-making group for this program).

As mentioned earlier, the roles and responsibilities of research sponsors are
important omissions from both sets of standards that should be addressed. In the
case of the NCQA draft standards, it is possible that VA headquarters, through
ORCA, is developing standard operating procedures that establish standards
when VA is the sole sponsor. However, for externally sponsored research con-
ducted at VA facilities, HRPP standards or assurance that sponsors are abiding
by ICH-GCP or other accepted external standards is needed.

INTERNATIONAL CONFERENCE ON
HARMONISATION GUIDELINE FOR GOOD

CLINICAL PRACTICE

The ICH-GCP was developed as a handbook for researchers conducting
clinical trials, particularly drug trials conducted by sponsors and researchers
from more than one country (International Conference on Harmonisation of
Technical Requirements for Registration of Pharmaceuticals for Human Use,
1996, 1997). Although the guidelines presented in the ICH-GCP are not actually
standards, they provide a clear and explicit set of best practices for those con-
ducting clinical trials (see Box 3-1). The committee looked to the ICH-GCP
because it includes defined goals for sponsors and investigators. However, it
does not address, per se, the institutions or the setting in which the research will
be conducted. As such, the ICH-GCP is “portable” and is therefore an important
contribution to enhancing the protection of research participants, wherever the
clinical trial is conducted. Aspects of the ICH-GCP serve as clearly delineated
models for investigator and sponsor behavior, and thus, the responsibilities con-
tained within these models should be included in the development of guidelines
for HRPPPs. The ideals or norms that the document espouses, however, would
need to be translated into standards, and such standards would have to be appli-
cable beyond clinical trials and biomedical research methods.

RECOMMENDATION FOR INITIAL STANDARDS TO
BEGIN PILOT TESTING

Recommendation 9: Use Modified NCQA Standards To Inititate
Pilot Programs
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Pilot accreditation programs should start from the accreditation
standards and processes proposed by NCQA for VA facilities, as
adapted for use in other organizational contexts. In expanding the
draft NCQA accreditation standards for use beyond VA facilities,
the standards should be strengthened in six specific ways as pilot
testing commences.

The PRIM&R standards were prepared for a broad set of potential applicant
organizations, which would include but not be restricted to academic health cen-
ters. The NCQA standards were explicitly prepared for accreditation of VA medi-
cal facilities. In this instance, the applicant pool is defined, and, in fact, pilot tests
that will use those standards are being planned as this report goes to press.

As noted throughout this discussion of report recommendations, the com-
mittee regards the NCQA standards as an excellent starting point for accredita-
tion of VA facilities. The committee recommends, however, that the NCQA
standards be strengthened in six areas, to specify (1) how investigators will be
reviewed beyond the review of the protocols that they submit for IRB approval;8

(2) whether and how research sponsors will be assessed in the accreditation pro-
cess;9 (3) how participants will be involved in setting standards and accrediting
HRPPPs;10 (4) how oversight mechanisms can ensure participants’ safety in

                                                          
8 For research programs involving only a small set of investigators, accreditors

might contact all of them; for most programs, however, accreditors would need to
sample investigators in a way that is independent of control by the IRB or the institu-
tion’s research administration. How to do this will likely vary by institution and will
have to be specified in advance by the accreditation body. The sampling procedure is
likely to evolve during the pilot testing phase.

9 Some organizations do little or no externally sponsored research so would be ex-
empt from this aspect of accreditation review. Organizations that do sponsored re-
search will vary widely in the number of protocols and the kinds and numbers of spon-
sors. For programs with extensive externally sponsored research portfolios,
accreditation bodies will need to develop sampling methods that are credible and inde-
pendent of the organization’s IRBs and research administration. Standards for this
aspect of review could initially start from the ICH-GCP guidelines noted in Table 3.1.

10 Accreditation bodies will need to develop methods to sample participants in a
manner that is credible and independent of IRBs and research administrators of the
organizations seeking accreditation. Participants were not surveyed in the 1998 survey
of IRBs and investigators commissioned by National Institutes of Health (Bell et al.,
1998), yet the committee believes that participant perspectives are essential to judging
whether an HRPPP is operating effectively.
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BOX 3-1  The International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use

The International Conference on Harmonisation of Technical Require-
ments for Registration of Pharmaceuticals for Human Use is a project that
brings together the regulatory authorities of Europe, Japan, and the United
States and experts from the pharmaceutical industry in the three regions to
discuss scientific and technical aspects of product registration (or, in the
United States, approval for marketing).

The purpose is to make recommendations on ways to achieve greater
harmonization in the interpretation and application of technical guidelines and
requirements for product registration to reduce or obviate the need to duplicate
tests carried out during the research and development process for new medi-
cines. The objectives of such harmonization are the more economical use of
human, animal, and material resources and the elimination of unnecessary
delay in the global development and availability of new medicines while main-
taining safeguards on quality, safety and efficacy, and regulatory obligations to
protect public health.

The Guideline for Good Clinical Practice is an international ethical and
scientific quality standard for the design, conduct, recording, and reporting of
trials that involve the participation of human subjects. Compliance with this
standard provides public assurance that the rights, safety, and well-being of
trial subjects are protected, consistent with the principles that have their origin
in the Declaration of Helsinki, and that the clinical trial data are credible.

The objective of the International Conference on Harmonisation Guideline
for Good Clinical Practice (ICH-GCP) is to provide a unified standard by which
the European Union, Japan, and the United States can facilitate the mutual
acceptance of clinical data by their respective regulatory authorities.

The guideline was developed with consideration of the current good
clinical practices of the European Union, Japan, and the United States, as
well as those of Australia, Canada, the Nordic countries, and the World
Health Organization.

Investigators should follow this guideline when they are generating clinical
trial data that are intended to be submitted to regulatory authorities. The prin-
ciples established in ICH-GCP may also be applied to other clinical investiga-
tions that may have an impact on the safety and well-being of human subjects.

SOURCE: http://www.ifpma.org/ich5.html.
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ongoing research;11 (5) the steps that research institutions and their leadership
can take to cultivate a culture that puts the safety and interests of research par-
ticipants foremost;12 and (6) mechanisms by which research institutions
and,where applicable, research sponsors can be held accountable for ensuring
sufficient funding, structural support, and professional rewards for HRPPPs.13

The NCQA standards, if improved as recommended, could also be used—by
NCQA, the Association for the Accreditation for Human Research Protection Pro-
grams (AAHRPP), or other accreditation organizations—as the basis for the de-
velopment of accreditation standards for non-VA research organizations.

Accreditation will not be successful until it is widely accepted as a mark of
excellence. To accomplish this, it should serve as an educational tool to raise the
median overall performance of an accredited organization. To do this, accredita-
tion standards and the processes in which they will be used must incorporate
consistent feedback from the parties involved in the various aspects of an
HRPPP. As discussed above, the local aspects of this issue (i.e., aspects that
apply to individual applicant institutions) should be enhanced in the NCQA
standards. The committee is encouraged that both NCQA and AAHRPP include
stakeholder representatives in their programmatic leaderships (see Recommen-
dation 2). Those who encounter problems in the research protection system, irre-
spective of the perspective that they represent in that system, need simple, con-
sistent ways to bring their concerns to light and to bring relevant information
                                                          

11 Chapter 3 describes some options for research monitoring and feedback. When or-
ganizations applying for accreditation conduct research that is monitored by DSMBs, for
example, details of how those boards interact with investigators, IRBs, and research ad-
ministrators would need to be evaluated for all or a representative sample of DSMBs. Re-
porting mechanisms for severe or unanticipated adverse events would similarly be neces-
sary to evaluate all protocols or a representative sample of protocols. Ombudsman
programs and reporting mechanisms for concerns, complaints, and other feedback mecha-
nisms would be included. Pilot testing will likely reveal a wide variety of monitoring and
feedback methods that will have to be accommodated in the accreditation process.

12 PRIM&R’s Standard 1.16 calls for assessment of quality improvement programs,
and NCQA’s standards presented in Table C-3(B) do so with even more specificity. The
committee believes that procedures for evaluating the informed-consent process in par-
ticular deserve special attention and will be both the foundation of effective protections
and the best hope of shifting from documentation to performance measures.

13 Budget and staffing for IRB operations, monitoring and ombudsman programs,
and other HRPPP components are not sufficient to evaluate quality and effectiveness.
Insufficient budgets and staffing, however, would be clear indications of deficiencies.
The committee sought information about budgets and staffing, but found few data. (The
1998 report by Bell and colleagues contains some data on IRBs and investigators at 491
institutions; it does not, however, include data on IRBs regulated only by FDA, monitor-
ing bodies, or administrative costs.) Extant data were insufficient for the committee to
develop benchmarks for different kinds of organizations seeking accreditation. Such
benchmarks will thus have to be established in light of experience from pilot testing.
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into the procedure for the review of the process at the level of both the HRPPP
and the accreditation process.

It is the committee’s understanding that the NCQA standards will be tested
in a pilot study beginning in the spring of 2001.14 This is an important step in
gauging the feasibility of the use of these standards for the accreditation process,
and the committee encourages similar pilot testing with appropriately modified
stanstandardards in non-VA research environments.

                                                          
14 As this report went to press, NCQA made their draft standards available for public

comment. See http://www.ncqa.org/Pages/Programs/QSG/VAHRPAP/vahrpapdraftstds.
htm for further information.
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